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1 )E3 Responsive to communication(s) filed on 02 February 2004 and 29 December 2003 . 
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3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
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5) D Claim(s) is/are allowed. 
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ACKNOWLEDGMENTS 

1 . The Examiner acknowledges receipt of the supplemental response filed 2/2/04 
wherein Applicant corrected a sentence that was submitted in a response filed 12/20/03. 

Note . Claims 17-33 are pending. 

RESPONSE TO APPLICANT'S ARGUMENTS/AMENDMENT 

2. The Applicant's arguments filed 12/29/03 and 2/2/04 to the rejection of claims 17- 
33 made by the Examiner under 35 USC 103 and/or double patenting have been fully 
considered and deemed persuasive-in-part for the reasons set forth below. 

Double Patenting Rejections 

The provisional rejection of claims 17-33 under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over copending application 
numbers 09/465,300; 09/466,582; 09/599,364; 09/281,209; and 09/948,807 are 
MAINTAINED for reasons of record in the office action mailed 7/22/02. 

Note : It is once again noted that Applicant intends to rebut the double patenting 
rejections once all other outstanding rejections are withdrawn. 
103 Rejections 

The 103 rejections are WITHDRAWN for reasons of record in Applicant's response. 
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NEW GROUNDS OF REJECTIONS 
Double Patenting 

3. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 
F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 

USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington, 
418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1 .130(b). 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

4. Claims 1 7-25 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-16 of 
copending Application No. 09/878,797. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because both sets of claims are 
directed to a method of sensitizing tumor cells. The claims differ in that the instant 
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claims are directed to chemotherapy whereas the claims of 09/878,797 read on a 
method of sensitizing cells to a chemotherapeutic agent. It would have been obvious to 
one of ordinary skill that if tumor cells are sensitized to radiation and chemotherapeutic 
agents, then they would be sensitive to chemotherapy because chemotherapeutic 
agents are used for chemotherapy. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

112 First Paragraph Rejection 

5. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

6. Claims 26-32 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for cytokines, does not reasonably provide 
enablement for all immunomodulatory agents. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the invention commensurate in scope with these claims. 

There are several guidelines when determining if the specification of an 
application allows the skilled artisan to practice the invention without undue 
experimentation. The factors to be considered in determining what constitutes undue 
experimentation were affirmed by the court in In re Wands (8 USPQ2d 1400 (CAFC 
1986)). These factors are (1) nature of the invention; (2) state of the prior art; (3) level 
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of one of ordinary skill in the art; (4) level of predictability in the art; (5) amount of 
direction and guidance provided by the inventor; (6) existence of working examples; (7) 
breadth of claims; and (8) quantity of experimentation needed to make or use the 
invention based on the content of the disclosure. 

(1) Nature of the invention 

The claims are directed to a method of sensitizing tumor cells to 
immunomodulatory agents whereon the tumor cells are treated with an 
immunomodulatory agent. 

(2) State of the prior art 

The references do not indicate which specific immunomodulatory agents or 
class(es) of agents that are useful with the claimed invention.. 

(3) Level of one of ordinary skill in the art 

The level of one of ordinary skill in the art is high. Independent claim 26 
encompasses a vast number of possible immunomodulatory agents. Applicant's 
specification does not enable the public to make or use such a vast number of possible 
agents. 

(4) Level of predictability in the art 

The art pertaining to the immunomodulatory agents is highly unpredictable. 
Determining the various types of immunomodulatory agents or class(es) of agents 
requires various experimental procedures and without guidance that is applicable to all 
tumor cells, there would be little predictability in performing the claimed invention. 
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Hence, there is little predictability in performing the claimed invention, absent some 
guidance, since not all immunomodulatory agent have the same mode of operation. 

(5) Amount of direction and guidance provided by the inventor 

Independent claim 26 encompasses a vast number of immunomodulatory 
agents. Applicant's limited guidance does not enable the public to prepare such a 
numerous amount of agents. There is no directional guidance for immunomodulatory 
agents other than cytokines in the instant application. Hence, there is no enablement 
for all possible permutations and combinations of the immunomodulatory agents. 

(6) Existence of working examples 

Independent claim 26 encompasses a vast number of immunomodulatory 
agents. Applicant's limited working examples do not enable the public to prepare such 
a numerous amount of agents. While Applicant's claims encompass a plethora of 
possible immunomodulatory agents, the specification provides support only for 
cytokines. 

(7) Breadth of claims 

The claims are extremely broad due to the vast number of possible 
immunomodulatory agents known to exist. 

(8) Quantity of experimentation needed to make or use the invention based on the 
content of the disclosure 

The specification does not enable any person skilled in the art to which it pertains 
to make or use the invention commensurate in scope with the claims. In particular, the 
specification fails to enable the skilled artisan to practice the invention without undue 
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experimentation. Furthermore, based on the unpredictable nature of the invention, the 
state of the prior art, and the extreme breadth of the claims, one skilled in the art could 
not perform the claimed invention without undue experimentation. 

112 Second Paragraph Rejection 

7. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

8. Claims 26-32 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite forfaiting to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 26-32 : The claims as written are ambiguous because one cannot readily 
ascertain what is being claimed. Specifically, the claims as written read on a multitude 
of possible immunomodulatory agents. However, one of ordinary skill in the art would 
not be able to ascertain what agent(s) Applicant is claiming that are compatible with the 
instant invention. Applicant is respectfully requested to clarify the claim in order that 
one may determine what is being claimed. 

103 Rejections 

9. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
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invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

10. Claims 17-33 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Myers et al (US Patent No. 5,602,184) in view of Gould et al (US Patent No. 5,587,402). 

Myers et al disclose a method of treating cancer by administering and effective 
amount of a terpene selected form a cyclic monoterpene, a non-cyclic monoterpene, a 
non-cyclic sesquiterpene, and a non-cyclic diterpene. Possible monoterpenes include 
limonene, beta myrcene, and citral. In addition, Myers disclose a method of sensitizing 
cancer to radiation by administer and effective amount of a terpene (see entire 
document, especially, abstract; column 2, lines 1-5; column 4, line 1 1 through column 5, 
line 15; column 9, lines 1-13; column 10, lines 19-24). In column 12, Example 3, the 
effect of limonene on radiation sensitivity on tumor cells is disclosed. Myers et al fail to 
disclose addition monoterpenes (i.e., perillyl alcohol) which may be used with their 
invention. In addition, the reference fails to disclose specific chemotherapeutic agents 
and cytokines useful with their invention. 

Gould et al disclose the regression of mammalian cell tumors wherein perillyl 
alcohol is administered to a subject (see entire document, especially, abstract). In 
addition Gould et al disclose that various monoterpenes such as limonene, perillyl 
alcohol, sobrerol, myrcene, pinene, cavone, terpineol, and uroterpenol (see column 4, 
Table 1 ) were analyzed for their ability to inhibit isoprenylation in cells. The effects of 
dietary perillyl alcohol on tumor regression and inhibition in rats were studied (columns 
5-6, lines 14-68 and 1-68, respectively). In column 7, lines 35-68, in vivo experiments 
were conducted using perillyl alcohol in subjects with leukemia. In column 8, Iin3es 33- 
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58, experiments were conducted with perillyl alcohol and limonene. Later, IL-3 was 
added. It should also be noted that Gould et al disclose the use of cytokines such as 
alpha interferon or interleukin-3 in their leukemia experiments (column 7, lines 56 
through column 8, line 58). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to modify the invention of Myers et al using the teachings of Gould 
et al and list other various monoterpenes because both references are directed to 
monoterpenes which interact with tumor cells to result in tumor growth regression. In 
addition, Gould et al disclose that the monoterpenes themselves are chemotherapeutic 
agent candidates and the use of cytokines. Hence, a skilled practitioner in the art would 
be motivated to use the monoterpenes in combination with the cytokines or as 
chemotherapeutic agents in the method of sensitizing tumor cells as set forth by Myers 
et al. Also, a skilled practitioner in the art would be motivated to seek any possible 
chemotherapeutic agent for use with the invention of Myers et al because the document 
discloses that the purpose of adding the monoterpenes/sesquiterpenes is to sensitize 
tumor cells to chemotherapy. Since, both documents are directed to the used of 
monoterpenes with tumor cells, the references may be considered to be within the same 
field of endeavor. Thus, the references are combinable. 

1 1 . Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to D. L. Jones whose telephone number is (571) 272-0617. 
The examiner can normally be reached on Mon.-Fri., 6:45 a.m. - 3:1 5 p.m.. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman Page can be reached on (571) 272-0602. The fax phone number 
for the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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